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In re: Application of 
Delovitch, T. L. 



Serial No.: 09/341,407 

Filed: October 12, 1999 

For: METHODS AND COMPOSITIONS 
FOR PREVENTING AUTOIMMUNE 
DISEASE 

Date: February 26, 2003 

DECLARATION OF TERRY L. DELOVITCH 

Honorable Commissioner of 
Patents and Trademarks 
Washington, D.C. 20231 



Examiner: J. H. rtSark 
Group Art Unit: 1644 



Sir: 



I, Terry L. Delovitch, do hereby declare and say as follows: 



1 . I am presently Director and Scientist, Autoimmune Diabetes Group, John 
P. Robarts Research Institute, London, Ontario, Canada. I am also Professor, 
Department of Microbiology and Immunology, at the University of Western 
Ontario. A copy of my curriculum vitae is attached as Exhibit 1 to this 
Declaration. 



2. I am the inventor named in the above-identified application and have read 
and understood the Office Action mailed on August 27, 2002. 



3. The Examiner has rejected claims 1 to 6 and 8 to 9 under 35 U.S.C. 
103(a) as unpatentable over Rabinovitch (Diabetes (194), v. 43, pp. 613-621) 



and Lenschow et al. (Immunity (1996), v. 5, pp. 285-293) in view of either King et 
al. (Eur. J. Immunol., (1995), v. 25, pp. 587-595) or Webb et al. (Blood (1995), v. 
86, pp. 3479-3486). 

4. Rabinovitch (1994) discusses findings that both non-specific (e.g. using 
viral and bacterial materials) and specific stimulation of the immune system were 
able to reduce or prevent development of IDDM in NOD mice. They speculate 
that these interventions are effective by down-regulating Th1 T cells and up- 
regulating Th2 cells. 

5. Subsequent to publication of the Rabinovitch paper, but before the priority 
date of the subject application, continuing studies of immune stimulation to 
prevent autoimmune diabetes gave results inconsistent with Rabinovitch's 
findings and revealed that predictions from Rabinovitch's findings did not hold 
true. For example, several clinical trials were conducted in humans using 
administration of the Bacillus Calmette-Guerin (BCG) vaccine to prevent 
development of diabetes, but this approach to using immune stimulation failed to 
prevent development of diabetes - see, for example, Dahlquist et al., (1995), 
Diabetologia, v. 38, pp. 873-874 (copy enclosed). 

6. I believe that in view of these conflicting findings, one of skill in the art at 
the relevant time would not have had a reasonable expectation of success in 
treating or preventing IDDM by immunostimulation or by up-regulating the Th2 
arm of the immune response. 

7. The Lenschow reference presents a very confusing picture of the role of 
the CD28 pathway in the development of IDDM in NOD mice. The authors found 
that disruption of the CD28 pathway at 0 to 2 weeks of age gave an increased 
prevalence of IDDM in NOD mice, whereas disruption at 2 to 5 weeks had no 
effect on disease incidence and disruption at 5 to 7 weeks gave suppression of 
the disease (page 290, column 2). 



8. The authors also observed that CD28-negative NOD mice had T cells 
which responded poorly to many antigens but maintained a strong response to 
the IDDM-associated autoantigen, GAD. They note that "these results suggest 
that GAD-specific T cells can develop in the absence of CD28 co-stimulation." 

9. In trying to explain the occurrence of GAD-sensitive T cells in CD28- 
negative mice, the authors also note that other co-stimulatory molecules which 
are present in these mice may substitute for CD28 in these mice (page 289, 
column 2). 

1 0. Those of ordinary skill in the art were aware at the relevant time of 
alternative co-stimulating mechanisms such as CD43 (Sperling et al., (1995), J. 
Exp. Med., v. 182, pp. 139-146), CD40L (Greval et al., (1996), Science, v. 273, 
pp. 1864-1867), and LFA-1 (Wingrein et al., (1995), Crit. Rev. Immunol., v. 15, 
pp. 235-253). One of skill in the art would have been aware that these co- 
stimulating pathways were present and active in the CD28-negative NOD mice 
described in Lenschow's studies. 

1 1 . The Examiner concludes that, based on Lenschow's showing that 
inhibition of CD28 signalling during the first two weeks of life exacerbates IDDM, 
this would "suggest to one of ordinary skill in the art at the time of the invention 
was made that the opposite method of stimulating CD28 signalling during this 
critical window would have the opposite effect of inducing a TH2 response and 
protecting from development of diabetes." 

12. I do not believe that one of skill in the art at that time would have drawn 
that conclusion regarding the effect of stimulating CD28 signalling in view of the 
likelihood that other co-stimulatory molecules were compensating for lack of 
CD28 in these animals, as noted by Lenschow at al., and in view of the fact that 




ft 



the critical autoantigen-sensitive T cells were able to develop normally in the 
absence of CD28 signalling. 

1 3. I hereby declare that all statements made herein of my own knowledge 
are true and that all statements made on information and belief are believed to 
be true; and further that these statements were made with the knowledge that 
wilful false statements and the like so made are punishable by fine or 
imprisonment, or both, under Section 1001 of Title 18 of the United States Code 
and that such wilful false statements may jeopardise the validity of the application 
or any patent issued thereon. 



Terry L. Delovitch 



Date: 
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Terry Leonard Delovitch 

PERSONAL DATA 

Birth Date/Place December 17 9 1945; Montreal, Quebec (Canada) 
Nationality Canadian 



Status 



Address 



Married, wife - Regina 

2 daughters - ages 30 and 27. 

Autoimmunity/Diabetes Group 

The John P. Robarts Research Institute 

1400 Western Road 

London, Ontario N6G 2V4, Canada 

Tel: (519)663-3972 

Fax: (519) 663-3847 



EDUCATION 



Degrees 



Graduate Student 



Postdoctoral 
Fellow 



B.Sc. (Honors Chemistry) 1966 
McGill University 

Ph.D. (Department of Chemistry) 1971 
McGill University 

Laboratory of Biophysical- and Immuno- Chemistry 1966 -69 
Department of Chemistry 
McGill University 
(with Dr. A. Sehon) 

Department of Immunology 1969- 71 

University of Manitoba 
(with Dr. A. Sehon) 

Department of Biology 1971-73 
Massachusetts Institute of Techno! ogy 
(with Dr. Corrado Baglioni) 

Department of Medicine/Immunology 1 973- 75 

Stanford University 

(with Dr. Hugh O. McDevitt) 
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APPOINTMENTS 

Assistant 
Professor 

Associate 
Professor 

Professor 



Banting and Best Department of Medical Research 1 976 -80 
University of Toronto 

Banting and Best Department of Medical Research 1 980 -84 
University of Toronto 

Banting and Best Department of Medical Research 1 984 -93 
University of Toronto 

Department of Immunology 1984 -93 
University of Toronto 

Department of Microbiology & Immunology 1 994 
University of Western Ontario 

Department of Medicine 1 997- 
University of Western Ontario 

Leave of Absence 2002 

Sabbatical 2003 



Visiting 
Scientist 

Member 



Director 



Chief Scientific 
Officer 



Centre d'Immunologie de Marseiile-Luminy 
(Sabbatical with Dr. Beitrand R. Jordan) 

Institute of Immunology 
University of Toronto 

Banting and Best Diabetes Center 
University of Toronto 

Autoimmunity/Diabetes Group 
The John P. Robafts Institute 

CIHR/JDRF Diabetes Interdisciplinary 
Research Program (DIRP) 

ORDCF Diabetes Research Centre 

Diabetogen Biosciences Inc. 



1982-83 

1976-84 

1985- 93 

1994- 

1995*00 

2001- 
2000- 
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Awards 



Memberships 



Editorial Boards 



National Research Council of Canada 1 966 -67 
Studentship 

National Research Council of Canada 1 967-70 
Postgraduate Scholarship 

American Cancer Society 1973-75 
Senior Derahara Fellowship in Oncology 

Centre Nationale Recherche Medicale 1 982 -83 
Visiting Scientist Fellowship 

Fondation pour la Recherche Medicale 1 982 -83 
Visiting Scientist Fellowship 

Sheldon H. Weinstein Scientist in Diabetes 1 994- 
(Endowed position) 

Medical Research Council-University Industry 1 994-99 
Program Development Grant in Diabetes 
(Director, Autoimmunity/Diabetes Group) 

Medical Research Council of Canada/ 1 996-01 
Juvenile Diabetes Foundation International 
Diabetes Interdisciplinary Research Program 
(Co-Director) 

Ontario Research and Development Challenge Fund 2000-05 

Diabetes Research Centre 

(Co-Director) 

Canadian Society for Immunology 1971 - 

American Association of linmuno logists 1 976- 

Canadian Diabetes Association 1 989- 

Juvenile Diabetes Foundation International 1990- 

American Association for Advancement in Science 1 990 - 

American Diabetes Association 1 994- 

Immunology of Diabetes Society 1 995- 

Immunogenetics 1988-90 
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Research in Immunology 1 99 1 -96 

Therapeutic Immunology 1 994-98 

Journal of Immunology 1994-98 
BioMed Central Immunology 2001 - 
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SCHOLARLY, PROFESSIONAL AND ADMINISTRATIVE ACTIVITIES 

1 . Journal Manuscript Reviewer 

Science, Iirununity, Nature Immunol., Nature Reviews Immunology, J. Exp. Msd., J. 
Clin. Invest., Mol. Cell. Biol, J- Immunol.. Proc. Natl. Acad. Sci. USA, Diabetes, 
Cancer Res., CRC Crit. Rev. Sci., Int Immunol., Immunol. Today, Cytokine, J. 
Endocrinology, J. Autoimmunity, Autoimmunixy, Res. Immunol, FASEB J., 
Diabetologia, Therapeutic Immunol., J. Immunol. Methods, Immunology Letters, 
Immunogenetics, J. Immunogenetics, Scand. J. Immunol. 

2. Granting Agency Member 

Chairman, NCI of Canada Immunology Grants Panel, 1985-86; Canadian Diabetes 
Association Grants Panel, 1986-90; Honorary Secretary Treasurer and Member. Grant 
Review Committee, Banting Research Foundation, 1987-89; Chairman, Grant Review 
Committee, Banting Research Foundation; 1989-90; NIH Immunological Sciences 
Study Section (Autoimmunity), 1991; Juvenile Diabetes Foundation International 
(JDFI) Program Grants Panel, 1991; NIDDK/NIH Diabetes Endocrinology Research 
Centres (DERC) Grants Panel, 1992; Multiple Sclerosis Society of Canada Grant 
Review Panel, 1993-94; Arthritis Society (Canada), 1998-99; JDRFI Msdical 
Science Review Committee, 1994-2001; CIHR Canada Research Chairs Prognim 
College of Reviewers, 2001-present; NIH TrialNet Type 1 Diabetes Study Group, 
2001 -present. 

3 . Granting Agency Site Visit Teams 

MRC of Canada, Dept. of Immunology, University of Alberta, Edmonton, 1985; 
MRC of Canada, Program on Autoimmunity and Transplantation, McGill University, 
Montreal, 1986; NCI/NIH Cancer Preclinical Program: - Medical Biology Institute, 
San Diego, 1986 - Representative from Site Visit Team to NCI/NIH Cancer 
Preclinical Program Project Parent Review Committee, Bethesda, 1986; NCI/NIH 
Cancer Program, University of North Carolina, Chapel Hill, NC, 1989; Chairman, 
MRC of Canada Site Visit Team, Program on Autoimmunity and Transplantation, 
McGill University, 1989; NCI/NIH Cancer Program, Sloan Kettering Institute for 
Cancer Research, New York, 1990; Cystic Fibrosis Foundation, RFA for Host- 
Resistance Program in Cystic Fibrosis, McGill University, 1992; Chairman, 
NIDDK/NIH Site Visit Team, UCLA Program Project on Type I Diabetes, 1992; 
Chairman, MRC of Canada Site Visit Team, Development Grant Application in 
Pharmaceutical Biotechnology: Formulation and Delivery of Protein and Peptide 
Drugs, University of Alberta, 1993; Chairman, NIH Special Review Panel, Centers of 
Excellence in Autoimmunity, June 1999; NIDDK/NIH Special Emphasis Review 
Panel of Diabetes Centers of Excellence, December 1999; JDFI-NHMRC Australia 
Program Project Review Panel, Walter and Eliza Hall Institute, Melbourne, Australia, 
February, 2000; Wellcome Trust-JDFI Diabetes and Inflammation Laboratory P reject 
Review Panel, Wellcome Trust, London, U.K., June 2000.; NIDDK/NIH Special 
Emphasis Review Panel of Diabetes Centers of Excellence, June 2001 and June 2002. 

4. Granting Agency Ad Hoc Reviewer 

MRC/CIHR; Immunology Study Section, NSF (USA); Experimental Immunology 
Study Section, NIH (USA); Special Study Sections, NIH (USA)/AI and NIDDK; 
Immunology and Transplantation Grants Panel, Canadian Red Cross Society; 
NSERC; Canadian Diabetes Association; Hospital for Sick Children Foundation, 
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Ontario Ministry of Health, B.C. Health Care Research Foundation, Multiple 
Sclerosis Society, Banting Research Foundation, Washington University Diabetes 
Research and Training Center, Alberta Heritage Foundation for Medical Research, 
Arthritis Society (Canada); Human Frontier Science Program. 

5. Host 

Gairdner Foundation awardee. Dr. Peter Doherty, 1986. 

6. Consultant 

Novo-Nordisk, Immunity to Insulin 1986-88; Genentech, Pre-Clinical Trial on 
Cytokine Therapy of Type I Diabetes, 1993; SmithKline Beecham, 1996; Bioniche 
Inc., 1996; Member, Scientific Advisory Board, Hemosol IncVX-Cell Div., 1996- 
1999. 

7. Administrative Committees 

Member (U. of Toronto, 1976-93): Membership Committee, Institute of 
Immunology, 1976-83; four Institute of Immunology M.Sc. thesis defence 
committees, one Institute of Medical Science M.Sc. thesis defence committee, three 
Institute of Immunology PhD. thesis defense committees, one Dept. of Microb ology 
Ph.D. thesis defence committee, and six Dept. of Immunology, U. of Toronto, 
M.Sc./Ph.D. thesis defense committees, 1976 -93; Vice-Provost's Working Group 
Committee to re-design animal facilities of the Hanting and Best Institutes, 1978; 
Search Committee for Chairman of the Banting and Best Department of Medical 
Research (BBDMR), 1978-79; Executive Committee, Division IV, School of 
Graduate Studies, 1978-79; twelve Institute of hnmunology/Dept of Immur ology 
student research advisory committees, 1977-93; Medical Faculty Advisory Committee 
on Animal Services, 1978-86; Medical Faculty Council Assembly, 1978-93: Infinite 
of Immunology Review Committee, 1979-80; C.H. Best Postdoctoral Fellowship 
Selection Committee, 1983-87; Biochtechnology Search Committee, Dep:s. of 
Immunology and Medical Genetics, 1984-85; Executive Committee, Dept. of 
Immunology, 1984-87; Promotions and Policies Committee, Dept of Immunology, 
1984-93; International Congress of Immunology Symposium Toronto Organization 
Committee, 1984-85; Immunology of Diabetes Search Committee, BBDMR, 1985- 
86; Dean of Medicine Committee on Site Review of Banting and Best Diabetes 
Centre, 1987; Research and Development Committee, Banting and Best Diibeies 
Centre, 1987-93; Fraud and Ethics in Research Committee, Faculty of Medicine, 
1988-91; Personnel Support Committee, BBDMR, 1988-91; Search Committee for 
Assistant Professor, BBDMR, 1991; C.H. Best Fellowship Committee, BBDMR, 
1991-93. 

Member: (RRI/UWO, 1994-2000): Robarts Research Institute (RRI) Scientific 
Advisory Council, 1994-present; RRI Group Directors Advisory Committee 1994- 
98; J- Aliyn Taylor Award RRI Nomination and Selection Committees, 1994-present; 
RRI Animal Users Committee, 1994-present; RRI Credentials and Promotion 
Committee, 1994-present; Promotions and Tenure Committee, Faculty of Medicine, 
UWO, 1997-98; Promotions and Tenure Committee, Ivey School of Business, IJWO, 
1996-99; Department of Microbiology and Immunology Research Committee, UWO, 
1 998-present; Scientific Committee, Alan Thicke Centre for Juvenile Diabetes 
Research; International Scientific Committee, 75th Anniversary Symposium of the 
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Discovery of Insulin, 1995-96; Faculty of Medicine and Dentistry Dean's Task Force 
on Research Priorities, 1999-2000. 

Chairman (U. of Toronto, 1976-93): two Senate Oral Ph.D. Committees, School of 
Graduate Studies, 1979-81; C.H. Best Fellowship Committee, BBDMR, 1985-87; 
Promotions Committee, BBDMR, 1988-91. 

Chairman (RJRI/UWO, 1994-2000): RRI Group Directors Discussion Group 1995- 
96; RRI Immunology Search and Selection Committee, 1995-present; RRI Animal 
Users Committee, 1994-95; Research Committee, Dept. of Microbiology and 
Immunology, UWO, 1996-98; M.Sc. Student Thesis Defense Committee, Dept. of 
Microbiology and Immunology, UWO, Sept/96; Diabetes Research Centre Search 
and Selection Committee, 2000-present 

Chairman (2002- present): Scientific Advisoiy Board, Diabetogen Biosciences Inc. 
Student Advisory Committees 

A. University of Toronto - Member of 23 student advisory committees, 1976-93. 

B. University of Western Ontario 

1 . Henry Chou, Dept. of Microbiology and Immunology, UWO, Sept/94- Jan./97. 

2. Mark Cameron, Dept. of Microbiology and Immunology, UWO,Jan./95-May/00. 

3. Henry Tung, Dept. of Microbiology and Immunology, UWO, Sept/96-Aug,/99. 

4. Marc Zehel, Dept. of Microbiology and Immunology, UWO, Sept./96-Aug./ : )8. 

5. Sean Prange, Dept. of Microbiology and Immunology, UWO, Sept./96-Apr./99. 

6. Mike Krawetz, Dept. of Microbiology and Immunology, UWO, Sept./96-Dec./99. 

7. Tracey Stephens, Dept. of Microbiol, and Immunol, UWO, May/2O0O-Apr./2O02. 

8. Melany Wagner, Dept. of Microbiology and Immunology,. UWO, Jan./2002r . 

9. Dalam Ly, Dept. of Microbiology and Immunology, UWO, Sept/2002- . 

8. Program Coordinator: 

Developed Program for "Production of mouse antisera directed against mouse 
histocompatibility antigens 1 ', Funded by Atkinson Charitable Foundation and 
Connaught Fund, University of Toronto, and then MRC, 1976-78.; Diabetes Seminar 
Series 1994-97; Co- Coordinator, Department of Microbiology and Immunology, 
University of Western Ontario, Seminar Series, 1994-97. 

9. Community Service (Public Lectures) 

Channel 13 Lecture on Autoimmune Diabetes; RRI Lectures on Autoirrirmne 
Diabetes; Discovery Channel Lecture on Autoimmune Diabetes; CHPL Radio 
Interview on Autoimmune Diabetes; Several Lectures on Autoimmune Diabetes to 
Fund Raising and Public Interest Parent Groups; Keynote Speaker, Shopper's Drug 
Mart/Juvenile Diabetes Foundation Canada "Walt for the Cure" Addresses, 1996- 
2002; Keynote Speaker, Juvenile Diabetes Foundation Canada Annual Board 
Meetings, 1997, 2000; Keynote Speaker, Juvenile Diabetes Foundation Canada 
Annual Fund Raising Dinner, 1998, 2000; ROB TV presentation on Diabetogen 
Biosciences Inc., 2000; Canadian Diabetes Association Annual Golf Fund Raising 
Dinner, 2001 ; Keynote Speaker, Canadian Diabetes Association Fund Raising E inner, 
Samia, ON, 2002; Keynote Speaker, Canadian Diabetes Association Fund Raising 
Dinner, Windsor, ON, 2002; Keynote Speaker, Juvenile Diabetes Research 
Foundation, Fund Raising Dinner, Kitchener, ON, 2002. 
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1 0. Roles in Conferences 

Organizer: International Symposium on "Immunological Tolerance: ImpacL on 
Transplantation and Autoimmunity", London Health Science Center, London, ON, 
Oct. 24-26, 1995; International Symposium on 'Diabetes and Transplantation: A 
Common Horizon" 5 ', London Health Science Center, London, ON, April 27-28, 2001; 
International Taylor Award Symposium on <c Diabeies in the 21 s1 Century: Genetic and 
Functional Advances in the Control of Disease Susceptibility and Prevention", 
London Convention Center, London, ON, Nov. 6, 2002; Keystone Symposium on 
"Mechanism of Tolerance and its Breakdown", Keystone, CO, Jan., 2003; Scientific 
Program Committee, International Congress of Immunology, Montreal, PQ, Aug., 
2004. 

Chairman: Plenary Symposium on "Genetics and Immunology of IDDM". 75th 
Anniversary Symposium of the Discovery of Insulin, Toronto, ON. (Oc:./96); 
Canadian Society of Immunology, Workshop on "Altered T Cell Signal Transduction 
in Pathogenic Infections Including Autoimmune Diseases", Lake Louise, AL 
(MarV97); Workshop on tc Novel Approaches to Autoimmune Disease Therapy", 
Symposium on "Molecular Farming and Molecular Medicine", London., ON 
(Aug./99); Keystone Symposium on "Mechanisms of Tolerance and its Breakdown". 
Workshop on "Regulation of Autoimmunity and Therapeutic Intervention in 
Autoimmune Diseases", Steamboat CO, (Apr./2000). 

Member: Program Planning Committee, 75th Anniversary Symposium of the 
Discovery of Insulin, Toronto, ON. (Oct./96); 60 th Anniversary Symposium of the 
Department of Microbiology and Immunology, Challenges of Microbial and Immune 
Diseases in the Next Millenium 15 , London, ON (May/99); Program Committee, 2 nd 
Annual Conference on "Molecular Farming and Molecular Medicine", London, ON, 
Aug./99. 

GRADUATE SUPERVISION 

Visiting Sabbatical Scientist 

L Dr. Michael Sefton, Department of Chemical Engineering, University of Toronto, 
Sept./89 - Aug./90. Project on Islet Encapsulation and Islet Beta Cell 64 K Antigen, 

Research Associates 

L Peter Zucker, - PhD, U. Toronto, 1984; PDF, Ontario Cancer Inst., 1984-87: Res. 
Assoc., U. Miami, 1987-89; Scientist, MOTS, Univ, Hospital, 1990-95; Assist. Prof., 
Dept. of Med., UWO, London, ON; Res. Assoc., Autoimmunity/Diabetes Group.. RRI, 
June/96-present. 

2. Jian-Xin Gao - M.D., Suzhou Med. Coll., China, 1982; Ph.D., Dept. Immunol., 
Shanghai 2nd Med. U., China, 1989; PDF, Dept. Immmunol./Inflammation, Dalhousie 
U. 7 1991-94: Res. Assoc., Transplantation Immunol. Group, RRI, 1994-96; Res. A ssoc., 
Autoimmunity/Diabetes Group, RRI, Feb./97-May/99. 

(Currently Research Assist, Prof., Department of Pathology, Ohio State University) 
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3. Qing-Sheng Mi - M.D. Taishan Medical College, P.R.China, 1985; M.S. The Second 
Military Medical University, P.R. China, 1991; Ph.IX, China Medical University, P.R. 
China, 1992. Senior Staff Scientist, Lab. Immunol., NIH, Baltimore, MD, 1996-2000. 
Professor/Director, Lab of Clinic Immunol., Taishan Medical College, Taian, 
P.RChina 1996-2000). ORDCF Research Associate, Autoimmunity/Diabetes Group, 
RRI, Sept./2000-Present. 

Postdoctoral Fellows 

1. Dr. John Harris - PhD, U. of T., May/76; MRC Fellow, Dept. of Biology, MIT, June/76 
- Dec/77; NCI of Canada Fellow, BBDMR, U. of T., Jan./78 - Mar./80. 

(Currently Assoc. Prof, of Oncology, London Regional Cancer Centre, London, ON) 

2. Dr. Mary Laurie Phillips - Ph.D., USC, July/79; PDF, City of Hope Hospital, July/79 - 
July/80; Home McKechem Fellow, BBDMR, U. of T., Aug./80 - Oct./84; Res. Assoc., 
BBDMR, U. of T.,Nov./84 - July/86; Lecturer, BBDMR, U. of T., July/86 - Apr./f58. 
(Currently Director, Dept. of Pharmacol., Cytel Corp., La Jolla, CA) 

3. Dr. Gary Sinclair - Ph.D., University of Calgary, Nov./80; Alberta Heritage and Savings 
Trust Foundation Fellow; BBDMR, U. of T., Dec/80 - July/83. 

(Currently Senior Scientist., Hematology Research Group, Univ. of Calgary) 

4. Dr. Phillipe Naquet - M.D., University of Aix-Marsoille, Mar./83; Ph.D., Universiry of 
Aix-Marseille, Dec/83; C.H. Best Foundation Fellow, BBDMR, U. of T., Apr./84 - 
July/86. 

(Currently Assoc. Prof, of Immunology and Co-Director, Centre d'Jjnmunoloipe de 
Marseille-Lummy, Marseille, France) 



Feb-27-03 t 10:58am 
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1. Dr. Nicole Bernard - Ph.D., Duke University, June, 1982; PDF, University of North 
Carolina, July/82 - June/84; Cancer Research Institute Fellow, BBDMR, U. of T., 
Aug./84 - Oct./87. 

(Currently Assoc. Prof., Dept. of Medicine, Montreal General Hospital Res. Inst.) 

1 . Dr. John Semple - Ph.D., Queen's University, June/86; Diabetes Canada Postdoctoral 
Fellow, BBDMR, U. of T.,Jan./86 - June/88; Juvenile Diabetes Foundation 
International (JDFI) Senior Fellow, July/88 - Dec/89. 

(Currently Assoc Prof, Div. of Hematology, Dept. of Medicine, University of Toronto) 

7. Dr. Michael Christie - Ph.D., Univ. of London, May/85; PDF, Hagedorn Res. 
Laboratory, Sept./85 - SeptV87; C.H. Best Foundation Fellow, BBDMR, U. of T., 
Oct/87 - Sept./89. (Currently Assoc. Prof., Dept. of Biochemistry, King's College, 
London, U.K.) 

8. Dr. Danny Zipris - Ph.D., Bar-Ilan University, ()ct./87; Diabetes Canada Fellow, 
BBDMR, U. of T., Oct./87 - Nov./90. 

(Currently Assist. Prof., Diabetes Unit, U. Mass. Med. School, Worcester, MA) 
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9. Dr. Alan Lazarus - Ph.D., McGill University, Oct./87; Fonds de la Recherche en Sante 
du Quebec Fellow, BBDMR, U. of T., Oct/87 -Sept./92. 

(Currently Assoc. Prof., Div. of Hematology, Dept. of Medicine, University of Toronto) 

10. Dr. Mirko Hadzija - Ph.D., Ruder Boskovic Institute, University of Zagreb, May/83; 
Res. Assoc. in Experimental Diabetology, Jan./84-Sept./88; Canadian Diabetes 
Association (CDA) Fellow, BBDMR, U. of T., Oct./88 -Sept/91 . 

(Currently Assoc. Prof, Div. of Transplantation, Ruder Boskovic Inst., Univ. of 
Zagreb) 

1 1 . Dr. Micha Rapoport - M.D., Tel Aviv University Sackler School of Medicine, May/82; 
Res. Fellow, Weizmann Institute, Nov./86 - Dec/87 and Sept/89 - Dec./89; Banting 
and Best Diabetes Centre Hugh Sellers Fellow, BBDMR, U. of T., Aug./90 - Jtne/91; 
JDFI Fellow, BBDMR, U. of T., Juiy/91 - June/93. 

(Currently Assoc. Prof, Dept. of Medicine and Head, Div. of Internal Med., Assaf 
Harofeh Hospital, Tel Aviv University) 

12. Dr. Frederique Forquet - Ph.D., Ecole Normale Superieure de Lyon, Feb./91; JDFI 
Fellow, BBDMR, U. of T., Feb./91 - June/94. 

(Currently Assist. Prof., Centre d'Immunologie de Marseille-Luminy, Marseille, 
France) 

13. Dr. Andres Jaramillo - Ph.D., University of Louisville, Feb./91; C.H. Best Foundation 
Fellow, BBDMR, U. of T., July/91 -June/94. 

(Currently Assist Prof., Dept of Surgery/Transplanlation, Wash. Univ., St. Louis, MO) 

14. Dr. Kiyotaka Kawauchi - M.D., Kyorin University School of Medicine, Tokyo, May/81; 
Ph.D., Tokyo Women's Medical College, Mar./88; Leukemia Research Fund Fellow, 
BBDMR, U. of T., July/91 - Feb./94. 

(Currently Prof., Dept of Medicine/Hematology, Tokyo Women's College Hospital) 

15. Dr. Bruce Gill - Ph.D., University of California, San Diego, May/92; C. H. Best 
Foundation Fellow, BBDMR, U. of T-, Sept/92 - Aug./93; JDFI Fellow, BBDr-4R', U. 
of T. and Autoimmunity/Diabetes Group, Robarts Research Institute (RRI), Sept/93 - 
June/97; Lab. of Mol. Immunol, and Inflammation, RRI, July/97 - June/97. 
(Deceased Sept 99). 

16. Dr. Carolyn Horrocks - Ph.D., University of Aberdeen, 1991; MRC PDF, University of 
Leicester, May 1991 - August 1994; PDF, Autoimmunity/Diabetes Group, RRI, 
Sept/94 -Aug./96. 

(Currently Scientist, Stem Cell Technologies, Vancouver, BC) 

17. Dr. Jian Zhang - M.D., Hunan Medical University, 1988; PDF, Assoc. Hopital Marie- 
Lannelongue, Oct/91 - Mar./93; Res. Fellow, CHRU de Brest, June/93 - Oct./9:i; JDFI 
Fellow, RRI, Sept/94 - Oct/99. 

(Currently Assist. Prof, Dept. Orthopedic Surgery, Rush Med. Ctr., Chicago, JX) 

18. Dr. Guillermo Arreaza - M.D., Central University of Venezuela, 1982; PDF, Wcllesley 
Hospital Foundation Fellow, 1991-94; CDA Fellow, Autoiinmunily/Diabetes Group, 
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RRI, July/95- June/97; Senior Fellow, Autoimmunity/Diabetes Group, RRI, Jdy/97- 
June 2000. 

(Currently Senior Scientist, Diabetogen Biosciences Inc., London, ON) 

19. Dr. Konstantin Salojin - M.D., Central Scientific Research Laboratory Council of 
Ministry of Health, Moscow, Centre Hospitalier Universitaire Research Fellow, France, 
Mar./93 - Oct/94; PDF, Autoimmunity/Diabetes Group, RRI, Nov./94-Aug./96; JDFI 
Fellow. Autoimmunity/Diabetes Group, RRI. Sept/96 - June 2000. 

(Currently Senior Scientist, Diabetogen Biosciences Inc., London, ON) 

20. Dr. Isabelle Bergerot - Ph.D., Lyon 1 University, June/95; Fondation pour la Recherche 
Medicale Fellow, RRI, Dec/95 - June/96; CDA Fellow, Autoimmunity/D.abetes 
Group, RRI, July/96 -June/98. 

(Currently Assistant Prof, Dept. of Endocrinology, Montpelier University, France) 

21. Dr. Liljana Stevceva - M.D., University of Skopje, 1981; PhJX Molecular Medicine, 
Mucosal Inflammation and Cancer Group, John Curtin School of Medical Research, 
Australian National University, Oct/96; PDF, Autoimmunity/Diabetes Group, RRI, 
Feb. - Sept./97. 

(Currently, Scientist, Trudeau Institute, Saranac Lake, NY) 

22. Dr. Wei Chen - M.Sc, Hunan University, 1990; M.D., Heinrich Heine University, 
Sept/98; PDF, Autoimmunity/Diabetes Group, RRI, Oct/98 - Feb./99; JDRF Senior 
Fellow, Autoimmunity/Diabetes Group, RRI, Mar./99 - present. 

23. Dr. Shayan Sharif - DVM, University of Tehran, 1991; Ph.D., University of Cuelph, 
Oct./98; PDF, Autoimmunity/Diabetes Group, RRI, Nov./98 - June/99; CDA Fellow, 
Autoimmunity/Diabetes Group. RRI, July/99 - 2001 . 

(Currently Assist Prof., University of Guelph, Guelph, ON) 

24. Dr. Yang Wen - M.D., Hunan Medical University, 1996; Scientist, Institute of 
Metabolism and Endocrinology, Hunan Medical University, 1996-2000; PDF, 
Autoimmunity/Diabetes Group, RRI, July/2000 - June 2001; CDA Fellow, 
Autoimmunity/Diabetes Group, RRI, July/01 - present 

25. Dr. Shabbir Hussain - Ph.D., Ohio State University, 1998; PDF, Dept. of Pathology, 
Indiana University, 1998-2000; Senior PDF, Autoimmunity/Diabetes Group, RRI, 
Sept./2000 - June, 2001; CDA Fellow, Autoimmunity/Diabetes Group, RRI, July/01 - 
present- 
Graduate Students 

148. Dr. Gerald Prud'homme - M.D., University of Ottawa, May/77; Ph.D. S:udent, 
Institute of Immunology, University of Toronto, Sept./77 - Aug./78. 

149. Julia Lin - B.Sc, University of British Columbia, May/84; Corinaught Studentship 
award, M.Sc, Department of Immunology, University of Toronto, Sept/86. 
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150. Michael Bettiol - B.Sc, University of Toronto, June/81; M.Sc, University of Toronto, 
June/83; MRC Studentship award, Ph.D. student of Department of Immunalogy, 
University of Toronto, July/84 - Oct/86. 

151. Judith Tibensky- B.Sc, University of Toronto, Junc/74; M.Sc., University of Toronto, 
Dec/76; PhD, Department of Immunology, University of Toronto, Sept./9l. 

152. Ying Lang - B.Med., Shandong Medical Universiiy, Mar788; M.Sc, Depaitment of 
Immunology, University of Toronto, May/92. 

153. Henry Chou - B.Sc, University of Toronto, May/94; M.Sc, Department of 
Microbiology and Immunology, University of Western Ontario (UWO), Jan./97. 

154. Mark Cameron - B.Sc, UWO, May/94; MSc Student, Department of Microb iology 
and Immunology, UWO, Jan./95 - Oct./96; Ph.D. Student, Department of 
Microbiology and Immunology, UWO, Nov./96 - present. MRC Doctoral Research 
Award, Apr./98 - present. UWO Graduate Tuition Scholarship, Apr. 98 - present; 
John Thomas Award for best graduating student in the Department of Microbiology 
and Immunology, UWO, May 2000. 

155. Henry Tung - B.Sc, University of Waterloo, May/96: M.Sc. Student, Department of 
Microbiology and Immunology, UWO, Sept./96 - Aug./99. Special University 
Scholarship, Jan./98 - Aug./99. 

156. Craig Meagher - B.Sc, University of Victoria, May/97; M.Sc Student, Departm ent of 
Microbiology and Immunology, UWO, Sept./97 - Apr./99; Ph.D. Student Depaitment 
of Microbiology and Immunology, UWO. May/99 - present. Special University 
Scholarship, Jan./98 - present; Robarts Research Institute Special Studentship Award, 
Sept./99 - present; Juvenile Diabetes Foundation Canada Ron Oelbaum Diabetes 
Research Award, Nov./99. 

157. Melany Wagner-B.Sc (Hons. Biochernistry/BiotechO,Uniyersity of Waterloo, 
May/01; M.Sc Student, Department of Microbiology and Immunology, UWO, hin.J02 
- present. 

158. Dalam Ly - B.Sc. (Hons. Genetics.), University of Western Ontario, May/02; M.Sc. 
Student, Department of Microbiology and Immunology, UWO, Sept.. /02 - present. 



Summer Students 

1 . Susan Friedman, 2nd year student. Department of Zoology, University of Toronto, May 

1976 - August 1976. 

2. Allan Fegelman, 3rd year student, Department of Zoology, University of Toronto, May 

1977- August 1977. 

3. Denise Ore, 2nd year student, Department of Medicine, University of Toronto, May 
1981 - August 1981. 
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4. Avery Nathans, 2nd year student, Department of Life Sciences, Queen's University, 
May 1986 -August 1986. 

5. Sholeh Tavaneh, BS (Hematology), Shiraz University, Tehran (1986); May 1987 - 
August 1987. 

6. Geeta B. Vohxa, BSc (Biochemistry Specialist Program), Department of Biochemistry, 
University of Toronto, 1988, Juvenile Diabetes Foundation Summer Student, May 1988 
-August 1988. 

7. Naveen Bangia, 3rd year student, Honours BSc Immunology Specialist Program, 
University of Toronto, Juvenile Diabetes Foundation Summer Student, May 1989 - 
August 1989. 

8. Andre Lipinski, 2nd year student, BSc, McMaster University, Juvenile D : .abetes 
Foundation Summer Student, May 1990 - August 1990. 

9. Lingli Ma, 3rd year student, BSc Life Sciences Program, Queen ! s University, Juvenile 
Diabetes Foundation International Summer Student, May 1992 - August 1992. 

10. Kevin Laupland, BSc, University of Victoria, 1st year Medicine, University of Toronto, 
Juvenile Diabetes Foundation Summer Student, June 1993 - August 1993; September 
1993 - December 1993. 

11. Dan Hardy, University of Waterloo Biology Co-op Student, Student Training Research 
Program (STRP), May 1995 - August 1995. 

12. Sean Bagshaw, BSc, The University of Western Ontario, Dr. Theodor Aekenrnann 
Scholarship in Diabetes Research, May 1996 - August 1996. 

13. Craig Meagher, BSc, University of Victoria, May 1997; Dr. TTieodor Ackcrrnann 
Scholarship in Diabetes Research, May 1998 - August 1998. 

14. Tisha Joy, Dr. Theodor Ackermann Scholarship in Diabetes Research, June 1999 - 
August 1999. 

15. Bindee Kuriya, Hargreaves Summer Student, Faculty of Medicine, The Univeisity of 
Western Ontario, May 1999 - August 1999. 

16. Jitin Sondi, 3 rd year student, Hons. Biology Program, University of Western Ontario, 
May 2000 - August 2000. 

17. Lamis Hammond, 3 rd year student, Hons. Biology Program, University of Western 
Ontario, May 2000 - August 2000. 

18. Mitchell Sivilotti, 4 th year student, Hons. Genetics Program, University of Western 
Ontario, May 2000 - August 2000. 

19. Mitchell Sivilotti, B.Sc. Hons. Genetics, University of Western Ontario, May 2001 - 
August 2001. 
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20. Dalam Ly, 3 rd and 4 th year student, Hons. Biology Program, University of Western 
Ontario, May-Aug. 2000/May-Aug. 2001; 4* year Biochem 483 Project Student, Sept. 
2001- MaT./2002. 

21. Megan McGarry, 4* year student. Hons. Genetics Program, University of Western 
Ontario, May 2001 - August 2001. 
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Teaching 

(University of Toronto) 

1 . Immunology Laboratory Course (to 2nd year Medical Students) - Demonstrator and 
Tutorial Session Leader 

Course: IMM 1020 F.S.; Dates: Nov.-Dec. 1976; Oct-Dec. 1977; Oct.-Dec. 1978; 
Oct.-Dec. 1979; Time: 20 hr/yr 

2. Immunogenetics Course (to graduate students) - co-ordinated and taught 
Histocompatibility Genetics Section (12 hr) 

Course: IMM 1018, F.S.; Date: Feb.-April 1977; Time: 6 hr. 

3 . Biochemistry of Differentiation (to graduate students) - lecture on Immunology a id 
Differentiation 

Course: BCH 2021, FS.; Date: Mar. 1977; Time: 2hr. 

4. Communications Between Cells - coordinated and taught section on the Genetic 
Control of the Immune Response 

Course: IMM 1018 F.S.; Date: Sept. - Dec. 1980; Time: 12 hr. 

5. Special Topics in Immunology - lecture on Immune Response Genes 
Course: IMM 2021 L; Date: Feb. 1981; Time: 2to\ 

6. Special Topics in Immunology - section on Molecular Genetic and Functional Analysis 
of the Major Histocompatibility Complex 

Course: IMM 2021 L; Date: May-June 1984; Time: 6 hr. 

7. Recent Advances in Cellular Immunology - section on B Cell Activation 
Course: IMM 1016 H; Date: Nov.-Dec. 1984; Time: 8hr. 

8. Special Topics in Immunology - section on Biochemistry of Antigen Presentation. 
Course: IMM 2021 L; Date: Jan. 1985; Time: 2 hr. 

9. Recent Advances in Clinical Immunology - section on Human T Cell Cloning 
Course: IMM 1020 H; Date: Feb. 1985; Time: 2hr. 

10. Recent Advances in Molecular Immunology - course coordinator -section on MHC 
Genes 

Course: IMM 1017 H; Date: Jan.-Apr. 1986; Time: 24 hr. 

1 1 . Recent Advances in Molecular Immunology - section on Antigen Processing and MHC 
Polymorphism. 

Course: IMM 1017 H; Date: Apr. 1990; Time: 4hr. 

12. Recent Advances in Molecular Immunology - section on Antigen Processing and 
Presentation- 
Course: IMM 1017 H; Date: Jan. 1991; Time: 4hr. 

13. Recent Advances in Molecular Immunology - section on T Cell Activation and Signal 
Transduction. 

Course: IMM 1017 H; Date: Dec. 1991; Time: 6 hr. 

14. Recent Advances in Immunology - section on Cytokines and T Cell Signalling 
Course: IMM 101 6H, Part I; Date: Jan. 1993; Time: 4hr. 

(University of Western Ontario) 

1. Immunology - section on Antigen Processing 
Course: IMM 357A; Date: Oct 1994; Time: 2 hr. 

2. Advanced Immunology - section on Autoimmunity and Type I Diabetes 
Course: IMM 473 A; Date: Nov. 1994; Time: 2 hr. 
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3. Clinical Immunology - section on Immunology of Diabetes Mellitus 
Course: MEDS IV; Date: Mar. 1995; Time: 1 hr. 

4. Advanced Immunology - section on Autoimmunity and Type I Diabetes 
Course: IMM 473 A; Date: Nov. 1 995; Time: 2hr. 

5 . Clinical Immunology - section on Immunology of Diabetes Mellitus 
Course: MEDS IV; Date: Apr. 1996; Time: 1 hr 

6. Clinical Immunology - section on Immunology of Diabetes Mellitus 
Course: MEDS TV; Date: Mar./95; Time: 2 hr (6 students) 

7. Advanced Immunology - section on Autoimmunity and Type I Diabetes 
Course: IMM 473A; Date: Nov ./95; Time: 2 hx (1 5 students) 

8. Clinical Immunology - section on Immunology of Diabetes Mellitus 
Course: MEDS IV; Date: Mar./96; Time: 2 hr (8 students) 

9. Current Concepts in Immunology - section on Cytokines and Effector Functions 
Course Coordinator: IMM 512b; Date: Jan.-Apr./98; Time: 9 hr (13 students) 

10. Current Concepts in Immunology - section on NKT Cells and Immunoregulation 
Course: IMM 512b; Date: Jan.-Apr./2000; Time: 9 hr (1 1 students) 

1 1 . Current Concepts in Immunology - section on NKT Cells and Immunoregulation 
Course: IMM 512b; Date: Jan.-Apr./2001; Time: hr (13 students) 



12. Research 



1 . Current Grant Support (Principal investigator on each grant) 



Title 


Aeencv 


Period 


Amoun'/vr 


Antigen Specific Therapy of Type 1 Diabetes with 
Proflnsulin) 


CIHH 


2001-04 


118,700 


Regulatory Autoreactive T Cells in Type 1 Diabetes 


CIHR/JDRF 1996-02 


90,000 


Role of NKT Cells in Protection Against the Onset and 
Recurrence of Type 1 Diabetes. 


JDRF 


2001-04 


240,000 


Role of T Cell Resistance to Activation-Induced Apoptosis 
In Susceptibility to Type I Diabetes 


CDA 


2000-02 


60,000 


Prolongation of Islet Transplants by NKT Cell Activation 
Therapy 


Morp 


2000-02 


60,000 


CTHR, Canadian Institutes of Health Research; JDRF, Juvenile Diatetes Research Foundation; CDA, 
Canadian Diabetes Association; MOTP, Multi Organ Transplantation Program (London Health Sci. Ctr). 


2. Pending Grant Support 








Title 


Agency 


Period 


Amount/ vr 


Role of IL-16 in the Pathogenesis of Type I Diabetes 


CIHR 


2003-06 


138,69.5 


Role of B Cells in the Padiogenesis of Type 1 Diabetes 


CDA 


2003-06 


75,00) 


Isolation f Early NKT Cell Progenitors and Their Role in 


NflH 


2003-08 


250,00i) 



Type 1 Diabetes (Co-PI with Dr. J. Verdi) 
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3. Research Contracts: 



Ex-Vivo Cell Therapy of Type T Diabetes 

Expression of IL-4 in Transgenic Low-Nicotine Tobacco 



Hemosollnc. 1997-99 
Agri. Canada 1996-98 



100,000 
50,000 
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INVITED LECTURES (1985-2002) 
1. Seminars 

1 . Dept. of Microbiology and Immunology, University of Rochester 

2. Dept. of Pathology, Queen's University 

3 . McGill Cancer Centre, McGill University 

4. Dept. of Rheumatic Diseases, Hospital for Joint Diseases, New York, N.Y. 

5. Dept. of Clinical Medicine, John Radciiffe Hospital, Oxford, U.K. 

6 . Dept. of Anatomy, University of Toronto. 

7. Dept. of Medical Biophysics, University of Toronto. 

8. Dept. of Immunology ? University of Nice, Nice, France. 

9. Centre d'Immunologie de Marseille - Luminy, Marseille, France 

10. Banting and Best Diabetes Centre, University of Toronto. 

1 1 . Division of Endocrinology, Hospital for Sick Children 

12. Division of Immunology, Metabolism Branch, NCI/NIH, Bethesda, MD. 

13. Dept. of Microbiology and Immunology, University of Western Ontario. 

14. John Robarts Centre for Research, University of Western Ontario. 

15. Division of Nephrology, Toronto General Hospital 

16. Division of Immunology, Smith Kline and French, Philadelphia. 

17. Clinical Research Institute of Montreal, Division of Molecular Immunology. 

18. Dept. of Microbiology and Immunology, McGill University. 

19. Division of Autoimmunity, Bayer-Miles, West Haven, CT. 

20. Albeita Heritage Savings Trust Fund Visiting Lecturer, Department of Microbiology 
and Infectious Disease, Division of Virology, Faculty of Medicine, University of 
Calgary. 

21 . Dept. of Pediatrics, National Jewish Ctr. for Immunology and Respiratory Med., 
Denver. 

22. Immunology Res. Group, Dept, of Microbiology and Infectious Disease, Univ. of 
Calgary. 

23. Membrane and Cell Biology Group, Hospital for Sick Children, Toronto. 

24. Dept. of Microbiology and Immunology, Stanford University, Stanford, CA. 

25. Dept. of Microbiology and Immunology, Duke University, Durham, NC. 

26. Division of Rheumatology, Weilesley Hospital, Toronto. 

27. Division of Immunology, Montreal Children's Hospital. 

28. Division of Basic Medical Sciences, Memorial University, St. John's, Nfld (1989). 

29. City-wide Endocrine Rounds, University of Toronto (1989). 

30. Dept. of Microbiology and Immunology, University of Rochester, Rochester, NY 

(1990) . 

31. Dept. of Microbiology and Immunology, Northwestern University, Chicago, IL ( 1 990). 

32. Dept. of Immunology, University of Toronto (1990). 

33. Dept. of Medicine, Tokyo Women's College Hospital, Tokyo (1991). 

34. Dept. of Microbiology and Immunology, University of North Carolina, Chapel H\ll, NC 

(1991) . 

35. Dept. of Medicine, North Shore Univ. Hospital, Cornell Univ. Med. Coll., Manhasset, 
NY (1991). 

36. Laboratory of Immunology, NIAID, NIH, Bethesda, MD (1992). 

37. Department of Immunology, University of Alberta, Edmonton, AL (1992). 

38. Department of Microbiology and Immunology, University of Western Ontario, London, 
ON (1992). 
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39. Virginia Mason Research Center, University of Washington, Seattle, WA (1992). 

40. Department of Microbiology and Immunology, UCLA, Los Angeles, CA (1993). 

41 . Barbara Davis Diabetes Center, University of Colorado, Denver, CO (1993). 

42. Dept. of Pathology, New York University, New York, NY (1993). 

43. Dept. of Biochemistry, University of Texas, San Antonio, TX (1993). 

44. Centre d'lmmunologie, Toulouse, France (1993). 

45. Dept. of Immunology, Hopital Necker. Paris, France (1994). 
46- Dept. of Immunology, Cleveland Clinic, Cleveland, OH (1994). 

47. Dept. of Experimental Oncology, London Regional Cancer Centre, London, Ontario 
(1995). 

48. Dept. of Physiology, University of Western Ontario (1995). 

49. Dept. of Anatomy, University of Western Ontario (1995). 

50. Department of Molecular Genetics and Immunology, UCLA, Los Angeles, CA (1995). 

51. Banting and Best Diabetes Center, University of Toronto, Toronto, ON (1995). 

52. Laboratory of Experimental Immunology, NCI/NEH, Bethesda, MD (1996), 

53. Dept. of Pathology and Laboratory Medicine, Univ. of Florida, Gainesville, FL (1<)97). 

54. Dept. of Microbiology and Immunology, Wayne State Univ., Detroit, MI (1997). 

55. Department of Immunology, American Red Cross, Bethesda, MD (1997). 

56. Immunology Research Group, Univ. of Calgary, Calgary, AL (1997). 

57. Dept, of Immunology, Univ, of Toronto, Toronto, ON (1997). 

58. Dept. of Biology, University of California San Diego, San Diego, CA (1998). 

59. Dept. of Pediatrics, Medical College of Wisconsin, Milwaukee, WI (1998). 

60. Dept. of Pediatrics and Immunogenetics, University of Pittsburgh, Pittsburgh, PA 
(1998). 

6L Sansum Medical Research Institute. Santa Barbara, CA (1999). 

62. Dept. of Medicine/Rheumatology, Columbia University, New York, NY (1999). 

63. Centre dTmmunologie de Marseille-Luminy, Marseille, France (1999). 

64. Department of Biochemistry, Signal Transduction Seminar Series, UWO (1999). 

65. Diabetes Center, Cornell Medical Center, New York. NY (1999). 

66. Endocrinology Rounds, London Health Science Center (2000). 

67. Barbara Davis Diabetes Center, University of Colorado (2000). 

68. Diabetes Center, University of Massachusetts (2000). 

69. Sloan-Kettering Memorial Institute, New York, NY (.2000). 

70. La Jolla Institute for Allergy and Immunology, La Jolla, CA (2000). 

71. Rush Medical College, Chicago, IL (2001). 

72. Barbara Davis Diabetes Center, University of Colorado (2001). 

73. La Jolia Institute for Allergy and Immunology, La Jolla, CA (2001). 

74. Dept. of Pathology, Ohio State University (2002) 



Public Lectures (1994-2002) 

1 . Channel 1 3 Lecture on Autoimmune Diabetes (1994) 

2. Robarts Research Institute Series (2) on Autoimmune Diabetes (1994, 1995) 

3. Discovery Channel Lecture on Autoimmune Diabetes (1995) 

4. CHPL Radio Interview on Autoimmune Diabetes (1995) 

5. Keynote Address to Nurses Association of Ontario, Sarnia, ON (1999) 

6. Several Lectures on Autoimmune Diabetes to Fund Raising (JDRFI, CD A, Shopper's 
Drug Mart, etc.) and Public interest Groups (1995-2002) 



.Feb-27-03 . II :03am F rom-S IMBAS LTD 

♦ + 



416595 7306 T-784 P. 021/043 F-512 

20 



6, Keynote Address to Canadian Diabetes Association, Samia, ON and Windsor, ON 
(2002) 

7. Keynote Address to Juvenile Diabetes Research Foundation, Kitchener, ON (2002) 



Presentations at National and International Meetings 

1 . Symposium on "Mediators of Immune Regulation and Immunotherapy", Univ. of 
Western Ontario, London, Ontario. Co-organized this Symposium and co-edited "his 
volume (June/85). 

2. Symposium on "Antigen Presentation", CFBS Meeting, University of Toronto, Toronto 
(June/85). 

3. 6th Ir Gene Workshop on "Immune Regulation", Trinity College, Oxford, U.K. 
(Oct/85) 

4. Minisymposium on "Antigen Presentation". FASEB Meeting, St. Louis, MO. 
(Apr/86). 

5. Satellite Symposium of Sixth International Congress of Immunology on "Immune logy 
of Diabetes", Edmonton, Alta. (June/86). 

6. Sixth International Congress of Immunology, Symposium on "Antigen Processing; and 
Presentation". Toronto, (June/86). 

7. Fifth HLA and H-2 Cloning Workshop. Les Avants, Switzerland. (Ocl/86). 

8. Reticuloendothelial International Symposium on "Antigen Presenting Cells: Diversity, 
Differentiation, and Regulation. Symposium talk in Session on "Requirements for 
Antigen Processing and Presentation". (Mar./87). 

9. UCLA Symposia on Molecular and Cellular Biology- "The T Cell Receptor". 
Workshop on "Antigen Presentation". Keystone, Colorado. (Apr./87). 

10. IX Steno Symposium on "Mechanisms of Clearance and Processing of Protein 
Molecules". Symposium talk in Session on "Molecular Mechanisms of Antigen 
Processing and Presentation". Hagedom Laboratory, Copenhagen. (May/87). 

1 1 . 50th Anniversary Symposium on H-2 Gene Complex. Talk on "Localization of 
Antigen-la Complexes in Antigen Presenting Cells". Bar Harbour, ME. (June/87). 

1 2. Symposium on "MHC Specific Antibodies Induced by Foreign Antigen". Talk on 
"Antigen-la Complexes: Are They Formed Intracellular^ or at the Cell Surface? 
Amsterdam (Ocl/87). 

1 3. Workshop on "Molecular Basis of Antigen Presentation by MHC Molecules". T*Ik on 
"Interaction of Insulin Peptides with MHC Class II Molecules". Paris (NovV87). 

14. Symposium on "Autoimmunity". Talk on "T Cell Autoreactivity to Insulin in Type I 
Diabetes". Toronto Western Hospital, Toronto (June/88). 

15. Gordon Conference on "Immunochemistry and Immunobiology". Talk on "Processing 
of Insulin In Situ by B Lymphocytes". New Hampshire (July/88). 

16. Canadian Society of Immunology Symposium on T Suppressor Cells. Symposium 
Chairman. Talk on "T Suppressor cells and Tolerance". Lake Louise, ALTA 
(Mar789). 

17. Cold Spring Harbor Symposium on "Immune Recognition". Talk on "Endocytic 
Pathway of Processing and Presentation of Insulin by Antigen Presenting B Cells". 
Cold Spring Harbor, NY (June/89). 

18. 20th Anniversary Meeting of Insulin Crystal Structure Determination. Talk on 
"Immune Recognition of Insulin." York, England. (Aug./89) 

19. Juvenile Diabetes Foundation Workshop on NOD Mouse. Talk on "*7 Cell 
Development in the NOD Mouse". Scottsdale, Arizona (Oct./89). 
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20. 10th International Workshop on Immunology of Diabetes- Talk on "Aberrant 
Intrathymic T Cell Development and Clonal Deletion in NOD Mice". Jerusalem, Israel 
(Mar./90). 

21.7th International HLA/H-2 Workshop. Talk on "Antigen Processing and Self 
Tolerance". Schloss Elmau. Germany (May/90). 

22. European Network of Immunology Institutes 1990 Conference, Immune Functions At 
The Molecular Level. Talk on "Biochemical Evidence that Different MHC CLiss II - 
Binding Peptides of an Antigen are Present on Different Thymic Antigen Presenting 
Cells". Les Embiez, France (May/90). 

23. Workshop on "Ir Genes. From Biology to Medicine. "Talk on "Evidence for Altered 
Ligand Hypothesis of Thymic Selection". Paris, France (Nov./90). 

24. Keystone Symposium on "Self-Reactivity". Workshop Talks on '"Naturally Processed 
Peptides on Thymic APCs" and "Thymic T Cell Anergy in Prediabetic NOD Mice". 
Keystone, Colorado (Jan./91). 

25. Cancer Research Institute (New York). Meeting on "Molecular and Cellular Bio logy of 
Antigen Processing and Presentation". Talk on "Antigen Processing and Thymic 
Selection". New York (May/9 i). 

26. 11th International Histocompatibility Workshop and Conference, Symposium Talk on 
"Autoimmune Type I Diabetes: Altered Thymic T Cell Signalling in NOD I-4ice 9 a 
Possible Early Diagnostic Indicator of Predisposition to Disease". Yokohama. Japan 
(Nov./9l). 

27. 11th International Immunology and Diabetes Workshop, Talk on "Defective T Cell 
Activation on NOD Mice". Nagasaki, Japan (Nov791). 

28. Symposium on "Self Tolerance, Autoimmunity and Therapy", Talk on "T Cell 
Unresponsiveness and Idd Susceptibility Genes in Type I Diabetes". Fukuoka. Japan 
(Nov./91). 

29. Canadian Society of Immunology Workshop on Autoimmunity, Talk on "How Can 
Multiple Idd Susceptibility Genes Influence the Breakdown of Tolerance in Type I 
Diabetes?" Mont Rolland, Quebec (Mar./92). 

30. 8th International HLA/H-2 Workshop. Talk on "Influence of MHC Class E Molecules 
on Antigen Processing". Jeckyl Island, GA. (Apr 792) 

31. International Conference on Molecular and Cellular Aspects of Self-Reactivity and 
Autoimmune Disease, Symposium Talk on "TLA Reverses Thymic T Ceil Anergy and 
Prevents the Onset of Diabetes in NOD Mice". Taorcnina, Sicily, Italy (June/92). 

32. Molecular Aspects of Endocrine Autoimmunity, Symposium Talk on "Defective 
Thymic T Cell Signalling in Pre-diabetic NOD Mice". Mainz, Germany (Aug./92). 

33. 8th International Congress of Immunology, Workshop Talk on "Defective Thymic T 
Cell Activation in NOD Mice: A Possible Diagnostic Indicator of Predisposition to 
Disease". 

34. Budapest, Hungary (Aug./92). 

35. 12th International Immunology and Diabetes Workshop, Talk on "IL-4 Reverses 
Thymic T Cell Anergy and Prevents the Onset of Diabetes in NOD Mice". Orlardo, FL 
(Apr./93) 

36. 9th International HLA/H-2 Workshop, Talk on "Naturally Processed Heterodimeric 
Disulfide-Linked Insulin Peptides Bind to MHC Class II Molecules on Thymic 
Epithelial Cells". Garda, Italy (May/94) 

37. 13th International Immunology and Diabetes Workshop, Talk on "Thymic T Cell 
Anergy in NOD Mice is Reversed By Costimulation Via CD28". Chantilly, France 
(May/94) 
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38. 15th International Diabetes Federation Congress, Symposium, Talk on " Anti- 
inflammatory Role of IL-4 and Th2 Cell Responses in the Protection Against Type I 
Diabetes", Kobe, Japan (Nov./94). 

39. 1st International Workshop on Antigen Processing and Presentation, Talk on "Role of 
Altered APC Function and Apoptosis in IDDM Susceptibility in NOD Mice", Oxnaxd, 
CA (Dec/95), 

40. Canadian Society of Immunology Workshop on Autoimmunity, Talk on "Role of IL-4 
in the Pathogenesis of Type I Diabetes". Chantecler, Quebec (Mar./96). 

41. Keystone Symposium on "Lymphocyte Activation". Talk on "Role of IL-4 in the 
Pathogenesis of Type I Diabetes". Hilton Head, SC (Mar./96). 

42. 75th Anniversary Symposium of the Discovery of Insulin, Chaitman, Plenary 
Symposium on "Genetics and Immunology of IDDNf \ Toronto, ON. (Oct./96). 

43. Canadian Society of Immunology, Co-Chair of Workshop on Altered T Cell Signal 
Transduction in Pathogenic Infections Including Autoimmune Diseases. Talk on 
"Tyrosine Hyperphosphotylation of the TCR/CD3 Complex and Deficient Ras GDP 
Releasing Factor Activity Mediate T Cell Unresponsiveness in NOD Mice". Lake 
Louise, AL (Mar./97). 

44. Keystone Symposium on "Tolerance and Autoimmunity". Workshops on Autoimmune 
Diabetes. Talks on "Prevention of IDDM by Treatment with IL-4 9 Anti-CD!>S and 
Insulin" and "Tyrosine Hyperphosphorylation of the TCR/CD3 Complex and Deficient 
Ras GDP Releasing Factor Activity Mediate T Cell Unresponsiveness in NOD Mice. 
Keystone, CO (Apr./97). 

45. Ninth Annual Symposium on Immunobiology of Proteins and Peptides. Invited 
Symposium Talk on "Cytokine-, Costimulation- and Auroantigen Mediaied The rapy of 
IDDM". Whistler, BC (May/97). 

46. FASEB Summer Conference on "Autoimmunity". Invited Symposium Talk on 
"Cytokine-, Costimulation- and Autoantigen-Mediated Therapy of IDDM". S:ixton 5 s 
River, VT (June/97). 

47. Workshop on "Regulation of Autoimmunity: Diabetes, EAE/MS, and Arthritis". Talks 
on "Prevention of IDDM by Treatment with IL-4, Anti-CD28 and Insulin", and 
"Tyrosine Hyperphosphorylation of the TCR/CD3 Complex and Deficient Ras GDP 
Releasing Factor Activity Mediate T Cell Unresponsiveness in NOD Mice". Genoa, 
Italy (Sept./97). 

48. First Annual Meeting of the Canadian Diabetes Association. Invited Symposium Talk 
on "Immune Dysregulation Elicits IDDM in NOD Mice". London, Ontario (Oct. '97). 

49. Toronto Diabetes Association. Invited Symposium Talk on "Immune Modulation in 
Prevention of IDDM". Toronto, Ontario (May/98). 

50. European Association for the Study of Diabetes and Juvenile Diabetes Foundation 
International Workshop on "Manipulating the Immune Response for Prevention and 
Cure of Insulin Dependent Diabetes". Invited Symposium Talk on "Immune 
Modulation in Prevention of IDDM". Oxford, U.K. (Sept./98). 

51 . Keynote Speaker, Juvenile Diabetes Foundation Canada Annual Board meeting in 1997 
and Marketing Campaign meeting in 1998. 

52. INSERM/CNRS Symposium on "Cellular and Molecular Immune Responses' 9 - 
Tribute to Claude de Preval. Invited Symposium Talk on " Novel Approaches to 
Prevention of Autoimmune Type I Diabetes". Toulouse, France. (Dec/98). 

53. Keystone Symposium on 'Tolerance and Autoimmunity". Workshop on Autoimmune 
Disease. Talk on "IL-4 Treatment Modulates the Role of MlP-lot in the Patho genesis 
of Autoimmune Diabetes. Keystone, CO (Mar./99), 
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54. Symposium on Autoimmune Diseases. Invited talk on "Immune Modulation in Type I 

Diabetes". Emerald Lake, B.C. (Sept./99). 
55.4 th Congress of the Immunology of Diabetes Society. Presentation on "Role of 

Chemokines in Susceptibility to Type I Diabetes", Fiaggi, Italy (Oct./99). 

56. Keystone Symposium on "Mechanisms of Immunologic Tolerance and its Breakdown". 
Chairman, Workshop on "Regulation of Autoimmunity and Therapeutic Intervention in 
Autoimmune Disease". Talk on "Regulation of Autoimmune Type I Diabetes by T 
Cells and APCs". Steamboat Springs, CO (Apr./2000). 

57. JDFI Workshop on "Predicting Diabetes & Response to Preventive Therapy: Can 
Individual Animals Provide Lessons for Man". Talks on "Regulatory NKT Cell s" and 
"Antigen-Specific Therapy of Type 1 Diabetes with Proinsulin". Winter Parle. CO 
(Oct. 5-7/2000). 

58. 5 th Congress of the Immunology of Diabetes Society. Symposium Presentation on 
"Role of NKT Cells in Prevention of Type I Diabetes. Chennai (Madras), India. (Feb. 
13-16/2001). 

59. Federation of Clinical Immunology Societies (FOCIS) First Annual Meeting. 
Symposium talk on " Activation of NKT Cells by Alpha-GalactosylCei amide 
Treatment Prevents the Onset of Type 1 Diabetes and Recurrence after Islet 
Transplantation". Boston, MA (May 4-7/2001). 

60. American Association of Diabetes. Symposium talk on "Gene Therapy of Type 1 
Diabetes". Philadelphia, PA (June 22-26/2001). 

61. International Conference on "Emerging Technologies in Gene and Drug Therapy". 
Symposium talk on "Biolistic Mediated Interleukin-4 Gene Transfer Prevents the Onset 
of Type 1 Diabetes". Corfu, Greece (Aug.25-3 1/2001). 

62. Novartis Foundation Symposium 252 on "Generation Effector Functions of Regulatory 
lymphocytes. Symposium talk on "CDld Restricted NKT Regulatory cells: Functional 
Genomic Analyses Provide New Insights into Mechanism of Protection Against Type 1 
Diabetes", London, UK (July 9-11, 2002). 

63. British Royal Society of Medicine. Symposium talk on "Regulation of Susceptibility to 
Type 1 Diabetes by NKT Cells". London, UK (July 12/2002). 

64. 6 l " Congress of the Immunology of Diabetes Society. Symposium talk on "Counter- 
regulatory roles of EL-16 and MIP-lp in the pathogenesis of type 1 diabetes". Copper 
Mountain, CO (Oct. 3-6/2002). 

65. CD1 and NKT Cell Workshop. Symposium talk on "NKT Regulatory Ce,U$: 
Functional Genomic Analyses Provide New insights into their Mechanism of Projection 
Against Type 1 Diabetes. Woods Hole, MA (Nov. 5-8/2002). 

66. Taylor Award Symposium on "Diabetes in the 21° Century. Genetic and Funirtibnal 
Advances to the Prevention and Treatment of Type 1 Diabetes". Symposium talk; on 
"Genetic Control of Susceptibility to the Pathogenesis of Type 1 diabetes". London, 
ON. (Nov. 6/2002). 

67. Keystone Symposium on "Mechanisms of Immunologic Tolerance and its Breakdoym. 
Symposium talk on Protection Against Type 1 Diabetes by Regulation of NKT Ci:ll,: EL- 
16 and CCL4 Activity. Snowbird, Utah (Jan. 7-13/2003). 
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natcd [6]. When comparing cumulative incidence rates of 
IDDM up 10 15 years of age between birth cohous 1973, 1974 
and 1976, 1977 (Fig. I) there is clearly no significant differ- 
ence As can be seen, the cumulative incidence was slightly 
lower during 1974 whereas 1973, 1976 and 1977 arc almost 
identical. Since jfte incidence registration of childhood diabe- 
tes started on 1 July 1977 cumulative incidence lates in chil- 
dren with disease onset before the age of 4 years could not be 
conipaied The proportion of diabetic patients in these agc- 
groups is, however, very low, between 1U-15% (e g 46/367 m 
1977) An effect of BCG vaccination on me incidence of 
IDDM in very young-onset diabetic patients thus could not be 
excluded but would not account for a large pruporuun of cases. 

We conclude that, on a population basis, BCG-vheanaiion 
in newborn children seems to have no significant effect On the 
incidence of childhood-onset IDDM and therefore would not 
offer an effective primary prevention strategy 

Sincerely yours, 

G. Dahlquisi, L. Gothefors 
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Fig.l Cumulative incidence of childhood IDDM in Sweden in 
children 4-15 years born m 1973 (number of diabetic chil- 
dren = 345/107,582 newborns) 1974 (number of diabetic chil- 
dren 329/10S.671 newborns) 1976 (number of diabetic cl.il- 
dren = 342/97.327 newborns) and 1977 (number of diabjuc 
cmiurcn 320/93,098 newborns) 
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Shared amino acid sequences between 
glutamic acid decarboxylase 65 and 67 and 
alpha-2-macrogiobulin. A focus for cross* 
reactive autoantibodies? 



Dcai Sir, 

According to the tncory of molecular mimicry as an cAplaiia- 
tion for the development of autoimmune disease, the existence 
of identical or very similar amino acid sequences between envi- 
ronmental agents (c g. viruses) and self antigens leads to ihe 
immune system cross-reacting against self antigens, hence trig- 
gering autoimmunity [l]. In view of the fact thai peptides pre- 
sented by HLa class II molecule* are frequently ubiquitous 
self proteins, we have suggested thai mimicry between these 
and motifs associated with known autoan;igens could also trig- 
ger autoimmune reactions [2]. In connection wuh such consid- 
erations, we recently noted that a plasma protein, alpha-2-mac- 
rogiobulm, contains an amino acid sequence bearing a signifi- 
cant homology to the two forms of glutamic acid decarboxy- 
lase (GAD o5 and GAD 67 ) which are well-defined antigens rec- 
ognised by autoantibodies in insulin-dependent diabetes melh- 
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tus (IDDM) [3J. These sequences are PBVKSK on aipna-2- 
macroglobuhn and PEVKEK and PEVKTK on GaD 6 , and 
GAD o7l respectively. Moreover, the immediately succeeding 
sequences (AlGYL, GMAAL and GMAAV, respectively) 
would correspond in the mam to conservative substitutions AI- 
piia-2-macroglobu»in is an inhibitor of low molecular weujhi 
proteases such as trypsin and plasmin [4] and its levels h -^ 
been reported to be increased in diabetes [5]. These proper: t % 
of alpha-2-macrOglobuIin. coupled with the sequence homol- 
ogy, raises an intriguing question of whether T-helper cells, rec- 
ognising an epitope of alpha-2-macroglobulin presented by 
HLA class II molecules may also, under certain conditions, re- 
spond to G aD, the auroantigen implicated in the autoimmune 
destruction of beta cells [6j. As an initial test of this hypothe- 
sis, we set out to determine whetner sera from patients witn 
IDDM have autoantibodies reacting with alpha-2-inacrog!obu- 
Un. We employed an hLiSA system established and optimised 
using polyclonal rabbit anti-human alpha-2-macroglobulin an- 
tiserum. Microtitrc plates were coated with 200 ng/ml of pur- 
hed alpha-2-macruglobulin and reacted wnn five normal 
and ten sera from patients with high litres or anti-GAD any- 
bodies (126 to 212 arbitrary units [7]) followed by reaction 
with t in 6000 dilution of anti-human IgG conjugated to horse- 
radish peroxidase. The substrate used was u-phcnylcncoV 
amme dihydrocnlondc dissolved m phosphate-curate Duller 
containing sodium perborate and the opucal density was read 
in a microptate reader at 490 nm. We found no specific reactiv- 
ity of these ' high titre" sera with alpha-2-macroglobuhn as 
compaied to normal sera Pre -absorption of two sera with in 
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